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The Role of Endothelin in Adrenal Medulla : Identification of Endothelin
and its Receptor in Two Cases of Pheochromocytoma.

Keizo OaNaka, Masahiro OIKE, Ryoichi TAKAYANAGI,
Toshihiko YANASE, Masafumi Hajr and Hajime NAWATA

Third Department of Internal Medicine,
Faculty of Medicine, Kyushu University, Fukuoka 812

To clarify the role of a novel vasoactive peptide endothelin in endocrine hypertension, we
examined endothelin (ET)-like immunoreactivity and the ET binding sites in the tissues of two
pheochromocytoma. Case 1 was a 25-year-old woman who manifested multiple endocrine
neoplasia (MEN) II b with left adrenal pheochromocytoma, and case 2 was a 48-year-old woman
with familial bilateral pheochromocytoma. In both cases, fairly high amount of ET-like im-
munoreactivity was detected in the resected tumors. By competitive binding analysis, high
affinity binding sites for '*I-ET-1 were also detected in the same resected tissues. Concomitant
existence of ET and its receptor suggests that ET may play an important role in these tumors in
modulating the secretion of catecholamines from the tumors by an autocrine/paracrine fashion.
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ABRBE | R 163 cm, E 41kg, Mk 84/5
¥, MfE 110/60 mmHg, IRGEE, OEEESES &
BEOBIZS 227, \ETR, FREEECES om,
AEIIZ 1 cm ORHI R EBERRBEEZRD 72,
Mg EE 2 <, HRENEELRD T,

ABRBSIRERKE | MBS OB R {E (116 mg/dl) LAsH
KRB EE 2DV, MF CEA 37.6 ng/ml, cal-
citonin (CT) 7200 pg/ml & #t iz ZHHEE, TEE,
HRE, BIBEERCEEE2RD T, P CT X
pentagastrin &£ THIE DK 20 O BEI K G %
7~ L 7z, IRt catecholamine (CA) ik adrenaline
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(Ad) 143.8 ug/day, noradrenaline (NAd) 181.5 ug/
day L EETH- T2 (FE1).
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FOfEB & OKEREHEE %2 /R L 72 Multiple endocrine
neoplasia (MEN) II b# 2L 7,
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1. #8#+ ? Endothelin (ET) S E0AIE
WHESEMES LY 20 mM EREE 1M Bt
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7z,
2. ET 2B40%5H
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ET-1 e 3 2 faEEE HIE L 72,

1 EREERE
Case 1 Case 2 EHEE
I Adrenaline nd 0.02 <0.12 ng/ml
Noradrenaline nd 1.86 0.06—0.45 ng/ml
R Adrenaline 143.8 16.1 3.0—15.0 ug/day
Noradrenaline 181.5 652.0 26.0—121.0 u/gday
Dopamine 861.4 308.3 190—740 pg/day
Metanephrine 2.38 0.13 0.05—0.23 mg/day
Normetanephrine 1.02 2.14 0.07—0.26 mg/day
VMA 12.5 3.4 1.5—6.6 mg/day
HVA nd 7.1 1.3—5.1mg/day
I Calcitonin 7200 57 <100 pg/ml
CEA 37.6 1.2 ) <2.5ng/ml

nd : not determined
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£ 2R TMAL, FHEEEHEBRTIES 1 Tk 0.65
ng/g WEE®, FEF 2 TIEEL1.09ng/gBER, &£
0.87ng/g WEED ET RAFEEERD 2, £728
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ET-LI (ng/g. wet weight)

Case 1 0.65+0.13
Case 2 Rt. 1.09+0.20
Lt. 0.87%£0.15

RENEGERD, TORMEE Kd 8L URAE
SEAIH (Bmax) EERIWRTED THholz.

ET i324%05558 7 5 &P EAANE & D 3877 7% MmN
WEHEEET 27F P EY & UCHE, BERE
ahiz?, D%, ET 2k 3D isoform (ET-1, ET
-2, ET-3)03FfEL, MERKMIIE DA% 532 D
Mk, MM TET PEESWINTVE I L, XNE
IHEz iz CHBL OEBERZE T2 s
Kol —h, ETZFELMEREZZILDELT
B2 DL, ET BRATIC BT autocrine/
paracrine B I @) < ATREME B RIR & L T v 397,
Boader 5" 3 ET-1 »355% Y VEIBHEME L D O
ATA—NT S GWERBT DI EHREL TS,
SEbbNBHRET L - EMiEED 2 EF ofEEE
BB W T ET & ET R/GORESTEHEI N Z &
1%, ET #% autocrine/paracrine mechanism 1 & D &
BLOOAT AT 3 MR TRET bRk RH
Ba¥3,

®3 [EEEBAD PI-ET-1 Of&

Kd (pM) Bmax (pmol/mg protein)
Case 1 69 0.37
Case 2 Rt. 146 0.90
Lt. 103 1.10
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